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CLAIMED INVENTION IS NQNQBVIOUS 


Claims 1-3 have been rejected under 35 U.S.C. § 103(a) as allegedly being prima facie 
obvious over DE 3720317 (Nussbaumer, et al.). A copy of the reference, which is in the 
German language, is enclosed. This rejection is respectfully traversed. 

The claims are directed to 4-(2,6-difluorophenyl)-4-oxobutyric acid, its pharmaceutically 
acceptable salts, and esters having from 1 to 7 carbon atoms. Nussbaumer is cited as 
disclosing 4-(2,4-difluorophenyl)-4-oxobutyric acid. Referring to the reaction scheme on 
page 5 of Nussbaumer, the product of the first reaction step is 4-(2,4-difluorophenyl)-4- 
oxobutyric acid when R1 is fluorine. 

In explaining why the person of ordinary skill in the art allegedly would have been 
motivated to make the 2,6-difluoro-substituted analog the rejection stated: 

It would have been obvious. . . to prepare instant compounds by 
modifying or replacing hydrogen atom of 6-position by fluorine of 4- 
position to prepare the 2,6-difluorocompound of a benzene derivative, and 
try out the use/utility as a pharmaceutical by using the conventional 
chemistry knowledge. The motivation stems from the expectation of 
making compounds having equal or better pharmaceutical agent. 

Office Action, paragraph bridging pp. 3-4. As seen from the above-quoted passage, the 
rejection is based on the incorrect assumption that Nussbaumer taught that 4-(2,4- 
difluorophenyl)-4-oxobutyric acid had a pharmaceutical activity. Nussbaumer did no 
such thing. 

Nussbaumer does not disclose that 4-(2,4-difluorophenyl)-4-oxobutyric acid has any 
pharmaceutical activity in its own right. Therefore there would have been no expectation 
based on Nussbaumer that 4-(2,6-difluorophenyl)-4-oxobutyric acid would have 
pharmaceutical activity, let alone better pharmaceutical activity. 
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Nussbaumer discloses certain naphthyl compounds having antifungal activity. As 
illustrated by the reaction scheme on page 5 of Nussbaumer, the reference compound is 
used as an intermediate in the synthesis of the antifungal naphthyl compounds. The third 
reaction step illustrated in the reaction scheme is an internal Friedel-Craft reaction, which 
forms a second cyclic ring. If the fluorine at the 4-position of the intermediates would 
instead be at the 6-position, the second ring would not be able to form because fluorines 
would be blocking both positions that could have otherwise participated in the Friedel- 
Craft reaction. Therefore a chemist would not have used 4-(2,6-difluorophenyl)-4- 
oxobutyric acid as a substitute for 4-(2,4-difluorophenyl)-4-oxobutyric acid in this 
reaction scheme. 

In conclusion, based on Nussbaumer the person of ordinary skill in the art would not have 
reasonably expected 4-(2,6-difluorophenyl)-4-oxobutyric acid to possess pharmaceutical 
activity. Moreover, 4-(2,6-difluorophenyl)-4-oxobutyric acid is unsuitable as an 
intermediate in the Nussbaumer reaction scheme. Accordingly, the person of ordinary 
skill in the art would not have been motivated to make 4-(2,6-difluorophenyl)-4- 
oxobutyric acid. In view of the foregoing, applicant respectfully submits that the 
obviousness rejection over Nussbaumer is improper and should be withdrawn. 

Reconsideration of all objections and rejections is respectfully requested. Applicant 
believes that the subject application is in condition for allowance and looks forward to a 
favorable action. 
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It is believed that no fee is required in connection with the filing of this Communication. 
If any fee is required, the Commissioner is hereby authorized to charge the amount of 
such fee to Deposit Account No. 50-1677. 


Respectfully submitted. 


eisler 
Reg. No. 38522 
Attorney for Applicant(s) 

930 Clopper Road 
Gaithersburg, MD 20878 
Phone: (240) 631-2500 x3276 
Facsimile: (240) 683-3794 



Enclosures: 


Formal drawings (2 sheets) 
Dictionary entry for “agent” 
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